Pleurectomy/decortication is superior to extrapleural pneumonectomy in the multimodality management of patients with malignant pleural mesothelioma.
The incidence of malignant pleural mesothelioma (MPM) in Western Europe is increasing significantly [1] . Increased patient awareness of potential therapy and results from North American centres have stimulated specialist European surgical centres to expand their programs. There has been a shift in specialist surgical opinion away from extrapleural pneumonectomy (EPP) towards lung-sparing surgery in MPM. This may be attributed to an increasing age at presentation with consequent increasing comorbidity, particularly COPD. There is also an increasing appreciation that lung-sparing surgery can prolong survival from MPM.
This finding is confirmed by Bolukbas et al. [2] in this issue, who report 28% 5-year survival in 42 patients with IMIG Stage III MPM. In their series, survival was even greater (median survival 38 months) in those who underwent a complete resection. Unfortunately, macroscopic complete resection was not achieved in 16 of the 42 patients and one wonders whether EPP may have been preferable in these cases. These authors highlight other important prognostic factors, particularly tumour infiltration of previous diagnostic biopsy sites. While also noted by the Boston group [3] , this finding may in itself be a surrogate marker for increased tumour volume, thus leading to incomplete R2 resection, or for unfavourable tumour biology. The clinical implication of this is that core biopsy of suspicious biopsy sites should be performed prior to radical surgery. Positive results could then prompt induction chemotherapy to exclude those who may progress inexorably despite therapy. The time interval between diagnosis and major surgery is not clear in the Wiesbaden experience, but this should be kept as short as possible.
Apart from involvement of previous incisions and completeness of excision, Bolukbas did not identify nodal status or cell type as significant prognostic factors. These findings do not correlate with the largest series of survival data for mesothelioma surgery reported by the IASLC staging group [4] and probably reflect the small sample. It is imperative that radical surgery should only be considered in patients whose prognosis would be better than with non-surgical treatment. Comparable data are limited but a Nordic study has reported survival from chemotherapy alone in early-stage disease of 22 months [5] . In the IASLC database, postoperative survival was inferior to this in Stages III and IV disease and in non-epithelioid cell types. The inference is that surgery with life prolongation as its aim should be limited to those patients with epithelioid MPM without nodal metastases, particularly in the upper mediastinum. This area is proposed to represent a later stage of MPM based on a 'gravitational hypothesis' in which the disease is suggested to progress from the base to the apex of the hemithorax. The poorer prognosis of paratracheal nodal disease suggested from several series [3, 6] promotes the use of mediastinoscopy in patient selection for radical surgery.
As alluded to above, there is increasing enthusiasm for lungsparing radical surgery over EPP. The reduced risk of pneumonectomy avoidance may be as high as 40% [7] together with the potential for preserved respiratory function. The recent understanding that macroscopic complete resection can be achieved with organ preservation [2, 8] even in locally advanced disease suggests not only the potential for reduced operative complications but also significant extension of the potential population suitable for excision. So where does this leave EPP?
Some have used the results of the MARS study [9] to argue that EPP no longer has a role in mesothelioma surgery. As a co-investigator, I feel it is important to clarify that the MARS trial was a feasibility study never powered to show a survival difference between EPP and no EPP. As such, the results have been overinterpreted. The only important conclusion was that it would not be feasible to run a randomized phase III study in the UK due to slow recruitment and emphasizes the preference for an operation with a larger potential uptake in the elderly or less fit. The importance of obtaining a macroscopic complete resection means that EPP may be needed where tumour invasion precludes lung sparing. Furthermore, the IASLC database suggests there may be a survival benefit over lung sparing in Stage I disease [4] which is, unfortunately, not a common state at presentation. In the majority of cases, therefore, lung-sparing pleurectomy appears to be the surgical option of choice.
So what are we to call this lung-sparing alternative to EPP? Bolukbas et al. [2] have used the term 'lung-sparing radical pleurectomy' whereas the IASLC/IMIG survey [10] concluded that the term 'extended pleurectomy/decortication' should describe the removal of parietal and visceral pleura with diaphragm and/or pericardium. Since 'decortication' implies removing the cortex and leaving the visceral pleural layer as in empyema surgery and 'radical' implies a curative procedure, we prefer the term 'lung-sparing total pleurectomy' if macroscopic tumour clearance is achieved.
The experience of the MARS study should not discourage further randomized studies of mesothelioma surgery. Evidence is needed to counter the accusation of selection bias as the explanation for prolonged survival with intensive multimodality therapy for MPM. In the UK, we are currently preparing to embark on the MARS 2 study in which lung-sparing total pleurectomy and chemotherapy will be compared with chemotherapy alone in resectable MPM. We have just completed recruitment to the MesoVATS study in which debulking video-assisted partial pleurectomy (intentional R2 resection) was compared with pleurodesis alone. Symptom control together with survival were outcome measures and while a positive result (surgery beneficial) would enhance the case for even more extensive surgery in MPM, a negative result may just reflect the futility of incomplete cancer surgery. Lung-sparing total pleurectomy will continue to be evaluated.
The need for surgical treatment for mesothelioma has never been greater in Western Europe. Increasing experience from a growing number of centres has highlighted the importance and the benefit of applying surgical oncological principles. These include patient selection based on pathological staging and the achievement of tumour clearance with maximal preservation of normal tissue. Meticulous surgical technique and trial recruitment are paramount in future practice. The development of mesothelioma specialist centres is a natural progression.
